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of l'i fe-threatening conplications of post - op
henorr hage. "

W need to comment on whether there was
adequate information to support the statenent.

DOCTOR CRI TTENDEN: | don't think it's
t here. I think there's anecdotal evidence but for
that statenment, |'m not sure | saw data that would
support that. That's a bit strong. I think it's
efficacious but that particular thing, I'd have a hard
time approving that.

DOCTOR WTTES: | agree. | don't see the
dat a.

DOCTOR LASKEY: W' ve heard anecdotes
which are very persuasive but it's certainly not in
the panel pack. So | think that that [|anguage
certainly is an overstatenent.

Questi ons relating to safety and
ef fecti veness, #3. Based on the information provi ded
in the PMA, .please discuss whether the information
supports reasonabl e assurance of safety and
ef fectiveness of the BioGlue.

Vll, let's take that one before we go to
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safety and labeling. Are we all confortable with the
effectiveness of BioGlue as outlined in the
appl i cation?

DOCTOR AZI Z: | think the information
presented in the clinical experience I think does
val i date that.

DOCTOR LASKEY: And the safety of the

product as well.

DOCTOR CRITTENDEN: | guess it depends on
what you nean. It's like Bill dinton said. It
depends on what reasonable is. | think in the short

term we know, but in the long term we all have
experience with glutaral dehyde preserved pericardi um
etcetera, valves and, over tinme, what they do and we
don't know what this is going to do over the |ong
term over years and years and years and years. But
| suppose it's reasonable from what we have in the
appl i cation anyway.

DOCTOR  LASKEY: ' think reasonable
assurance is the appropriate |anguage here.

Questions related to safety and | abeling.

One aspect of the PMA of a new product is the review
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of its |abeling. The |abeling nust indicate which
patients are appropriate for treatnent. I dentify
potential adverse events with the use of the device
and explain how the product should be used to maxinize
benefits and mnimze adverse effects.

W're asked to address the follow ng
questions regarding product |abeling. A) Please
di scuss the findings of the imunogenicity testing,
especially as they relate to both physician and
patient |abeling issues.

Should patients be advised of specific
adverse events to be aware of that may suggest they
are experiencing a sensitization reaction from the
BioGlue?

DOCTOR AZI Z: I think they shoul d.

DOCTOR LASKEY: There are warnings and
precautions in the IFU for patients with a known
history of sensitivity to bovine products and BSA
How much further are we recomendi ng the | anguage go?

DOCTOR, FERGUSON: My question is what
woul d that |anguage include because | don't know

enough about sensitization, | guess, but what would be
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useful to put in the |abeling that woul d indicate what
they should watch for down the |ine?

MR. DI LLARD: | mght just nmaybe clarify
the question a little bit. | think, as Doctor Laskey
mentioned, currently in the labeling we're talKking
about known histories to bovine product, BSA,
etcetera, and | think that what we're concerned about
maybe goes a little bit along the lines of what Doctor
Crittenden said. Just we're at that point in tine
where we have both safety and effectiveness
information nore in the short term and could this be
a product since it is around for quite some nunber of
years 'potentially?

| mean we certainly saw with sonme of the
animal results that BioGlue was present, even out to
a year. If there is a long-term or delayed
sensitization reaction potential associated with the
device, not that we've had a |ot of experience wth
putting that.into labeling, but | think the question
was back to you as clinicians. | s there sonething
that you think would be inportant to at |east discuss

and/ or suggest to patients and the clinicians about
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what the long-term potential may be in an area where
we don't have the long-term data to support that? I
don't know that we were going any farther than that,
| nean in terns of what our question was. And the
conpany may have sonme comment on that, too.

DOCTOR LASKEY: My own feeling -- and I'm
not an imunologist -- is that it has to be a very |ow
frequency event, that from everything we've heard in
the absence of |GE stinulation, this is unlikely to be
an anaphyl actic response but if it is, it's likely to
be extrenely infrequent and there's a possibility that
there may be del ayed hypersensitivity to exposure to
bovi ne products subsequently and we have no way to
quantitate that other than to again advise and caution
the user in this sense in just that kind of |anguage
wi thout putting nunbers on it. What is the in-house
feeling with respect to the imunogenicity?

DOCTOR  COSELLI : From a clinical
standpoint, we use to a great ext ent bovi ne
pericardial patches intracardiac and for peripheral
vascul ar patches routinely. W use bovine pericardia

aortic valves as a pernmanent prosthesis. V& inplant
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bovi ne collagen as a henpbstatic agent and a protanen
is -admnistered, so just froma clinical standpoint,
there's a great deal of use of bovine material in our
current practices, many of which are also associated
wi th exposure to gl utaral dehyde.

DOCTOR FRONK: To address it from the
conpany perspective, | would echo not only Doctor
Coselli's comrents but also yours, Doctor Laskey. |
think we believe that the frequency is very, very |ow
W haven't seen in any of the patients in the U S
t hat have received the product and, as Doctor Vander
Wk nentioned, we estinate over 5,000 patients in the
U.S. have been treated with BioGlue over the |ast
al nost two years.

From a long-term perspective, Doct or
Crittenden, the aortic dissection trial, we have
patients out past two years on receiving that. Maybe
Doctor Coselli and Bavaria, who have the |longer term
experience with it, can coment on that. But to our
know edge, we have not seen anything ill towards the
BioGlue or the patients with |onger term exposure.

DOCTOR  BAVARI A: And |I'm presently
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following | think at least 40 patients treated for
acute type aortic dissection long-termin ny clinic,
and we've had no long-termissues out to three years
now with BioGlue for aortic dissections.

DOCTOR  LASKEY: Vell, | nean we're
st unped. W're not experts and we don't have the
data, but what data is available would suggest that
it's an extrenely |ow frequency event. | think
hei ght ened awareness is advi sed.

Doctor Bavaria, one question. If you

can't give soneone porcine-derived heparin, what is

the alternative? | mean there's pork nucosal,
hepari n. |s there another comercial source for
hepari n? |'m ashamed to admt this since | use

heparin every day.

DOCTOR COSELLI: 1'm ashaned to admit the
sanme thing. | don't know.

DOCTOR LASKEY: Does anybody in this room
know of in patients with a pork or pork-related
product allergy and you can't give them heparin.

DOCTOR AZI Z: Heparin can be bovine or

por k.
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DOCTOR LASKEY: That's what [|'m thinking
so perhaps you m ght advise not to admi nister heparin
derived from a bovine source in those patients. Is
that fair?

DOCTOR AZI Z: I think if they don't have
an allergic reaction, | think, as Doctor Coselli
mentioned, a lot of the patients do get bovine
products.

DOCTOR LASKEY: It's just that the heparin
is given systemcally and the other stuff is not put

into the bl ood stream

DOCTOR AZI Z: | think it'Il be difficult
to control that. Let's say they go for cardio-
cat heri zation. They get a bit of heparin. How are

you going to control?

DOCTCR COSELLI : I"ve never really given
it a thought that if sonebody has a porcine aortic
valve in and I'm doing a re-operation for aorta or
coronaries or sonething not to go ahead and give
heparin systemcally in the,usual way and never really
had any clinical problens wth it.

DOCTOR LASKEY: Then we'll let the issue
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rest. Are you happy?

MR DI LLARD: Yes.  Thank you.

DOCTOR LASKEY: b) the sponsor conducted
several aninmal studies to assess the potential for
BioGlue to elicit an immune reaction. The information
from these studies suggests that there may be a
potential for sensitization to BSA and related
proteins in the formulation. | nformation from the
clinical studies is Iimted to assessing the product
with short-term followup, as we just discussed.
Sensitization reactions may occur longer-term as we
di scussed, theoretically they may. W have no handl e
on incidents.

Pl ease discuss whether sensitization has
been adequately addressed with the clinical data as
supplied. | think we just did that. |Is that correct?
Are additional post-approval studies needed to assess
the inmune potential of Biodue? My own read is that
this is such a | ow frequency event that it's probably
not feasible to either organize or conduct such a
st udy.

MR. DI LLARD: Thank you.
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DOCTCR LASKEY: #5) Pl ease comment on the
indications for use section as to whether it
identifies the appropriate patient population for
treatment with this device. The indications fromthe
current |labeling read BioGlue Surgical Adhesive is
indicated for use as an adjunct to standard methods of
cardiac and vascul ar repair such as sutures or staples
to provide henobstasis. | thought that was very clear.
I didn't think there was any anbiguity.

#6) Pl ease comment on the directions for
use as to whether they adequately describe how the
device should be wused to naximze benefits and
m nimze adverse events. Again, wth the exception of
Doctor Ferguson's question about how to get a dry
field, and I'm not a surgeon, they seem -perfectly
clear to ne. The videos were even clearer. Is there
anything that we feel needs to be added to the
directions for use?

DOCTOR CRITTENDEN: It justseened to ne--
I"ve not used it so | don't have any experience wth
it -- but that it's inportant to do it with a aorta

that's still cross-clanped or perhaps even a heart
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that's still cross-clanped. That's an issue. I|I'm
| ooki ng through this trying to look for that in there
and | don't renenber reading it before. So if it's
not there, sone statement about that | think is
appropri at e.

DOCTOR AZI Z: | think the thing is if
you're going to use circ arrest, you nay not have to
cross-clanmp the aorta. so | think | wouldn't
specifically insert that statenent. | think the dry
field should take care of that.

DOCTOR COSELLI : Just to speak to that,
that is concomtant with an identical to a dry field.

DOCTOR CRI TTENDEN: Circ arrest?

DOCTOR COSELLI : Circ arrest or cross-
clamping. To achieve a dry field, you have to either
have systemic circulatory arrest for an arch
repl acenment or localized circulatory arrest if you're
dealing with a peripheral vascul ar procedure.

DOCTOR BAVARI A1 1've been using the word
unpressuri zed.

DOCTOR CRI TTENDEN: | like that better.

how s that? Unpressurized.
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DOCTCOR LASKEY: So not ed.

#7) Do we have any other reconmendations
regarding the labeling of this device?

DOCTOR W TTES: I would |ike changes in
table 5 and table 6 consistent with what | said
bef ore.

MR. DILLARD: Did you say tables 5 and 672

DOCTCR WTTES: Tables 5 and 6, 5 because
of the correlation and 6 because | don't think that
the nmeans and the mninmum and maximum tell the story
of the nunber of transfusions. They've very sinple
changes.

DOCTCOR LASKEY: Thank you. Well then,
woul d nove to the open public hearing. Is there
anyone in the audience who wi shes to address the panel
before the vote? In that case, | wll close the
public heari ng. Thank you.

Do we have an executive secretary to read
the voting options or shall | do that?

MR DILLARD: No. | have them These are
t he panel reconmendation options for pre-nmarket

approval applications. The nedical device anmendnents
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to the federal Food, Drug and Cosnetic Act as anended
by the Safe Medical Devices Act of 1990 allows the FDA
to obtain a recomendation from an expert advisory
panel and designated nedical devi ce pre-narket
approval applications that are filed with the agency.

The PMA nust stand on its own nerits and
your reconmendation must be supported by safety and
effectiveness data in the application or by applicable
publicly available information.

Safety is defined in the Act as reasonabl e
assurance based on valid scientific evidence that the
probable benefits to health wunder conditions on
i nt ended use outwei gh any probabl e risks.

Effectiveness is defined as reasonable
assurance that in a significant portion of the
popul ati on the use of the device for its intended uses
and conditions of use wll provide clinically
significant results.

Your recomendation options for the vote
are as follows. Approval. |If there are no conditions
attached. Approvable with conditions. The panel may

reconmend that the PMA be found approvable subject to
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specified conditions such as physician or patient
education, |abeling changes, or a further analysis of
exi sting data. Prior to voting, all of the conditions
shoul d be di scussed by the panel.

Not approvable. Third option. The panel
may recommend that the PMA is not approvable if, #1
the data do not provide a reasonable assurance that
the device is safe or if a reasonable assurance has
not been given that the device is effective under the
conditions of use prescribed, recommended or suggested
in the proposed | abeling.

Following the voting, the chair wll ask
each panel nenber to present a brief statenent
outlining the reasons for their vote.

Doct or Laskey.

DOCTOR LASKEY: I"d like to ask for a
notion now from the panel nenbers, please.

DOCTOR AZI Z: I would recommend that the
product be approved with conditions.

DOCTOR CKI TTENDEN: Second.

DOCTOR LASKEY: Ckay. And before we vote,

may we hear the condition. Is it one condition or
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several ?

DOCTOR AZIZ: | think we should enconpass
sonme of the things to be tal ked about, particularly
the bovine allergy and things of that nature. Dry
field.

DOCTOR LASKEY: So for the record as well
as for ne, what are we placing as a condition with

respect to the bovine allergy issue?

DOCTOR AZI Z: | think if a patient has a
hi story of bovi ne allergy, t hat should be a
contrai ndi cati on. | think a lot of them have been

covered in the data that was submitted to us.

DOCTOR CKI TTENDEN: A contraindication,
you' re sayi ng?

DOCTOR AZlI Z: No, no. There should be
suspicion. There should be a caution in patients with
a history of bovine allergy.

DOCTOR LASKEY: Wasn't that in the |IFU?

DOCTOR FKONK:  Yes, it is. It is clearly
a contraindication in our |abeling. Patients wth
known sensitivities to bovine products or al bunen.

DOCTOR LASKEY: Do you then want to revise
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the placenent of a condition on this notion?

DOCTOR CKI TTENDEN: Can | ask one of the
i nvestigators. I f you knew this in a patient who was
having a problemw th an anastonpsis that you thought
was best treated with BioGlue versus a pledget or a
suture, would you withhold using this device? Wuld
you not use this in sonmeone --

DOCTCR BAVARIA:  Wio had a known allergy?
Yes. | would not use this. | would use sonething
el se.

DOCTOR LASKEY: | am hearing the absence
of conditions on Doctor Aziz's notion.

DOCTOR CRI TTENDEN: | think there were
sonme |labeling issues that we tal ked about, so that's
one condition. | guess I'm a little mffed now
because if there's a strong contraindication but we're
not putting anything about surveillance of this, |
thought it was mnuscule in inportance but it seens
maybe it's not.

DOCTOR LASKEY: So should we then ask for
an el enment of post-marketing surveill ance?

DOCTCOR CKI TTENDEN: | don't see where we
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couldn't. They're going to be followed any way. Just
a- sinple yes/no that a clinician can say does a
patient exhibit any untoward reaction and that's a
yes/no. | think that would be sinmple if they' re going
to be foll owed anyway.

DOCTOR W TTES: I don' t actual ly
understand how this would work. s that typical
whenever there's a contraindication to ask for data
col I ection?

MR DI LLAKD: Cenerally, and this is a
confusing point so 1'11 spend 30 seconds maybe to talk
about it. W at the agency generally look at a
contraindication as either a clinical situation where
we have data where there are going to be adverse
pati ent consequences associated with the use of the
product and that may come from either clinical
experience or sort of general usage where a |abeling
may be changed, and then the other would be if there
is logically. from a clinical standpoint good reasons
without testing it in patients why it would not be a
wise clinical situation to utilize the product. Then

t hose generally get included also.
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I think in "this case because of our
understanding of sensitivity associated w th bovine
products and the outcones and the reactions that we
have seen before with other products, that we don't
need to test this in a bovine-sensitive patient in
order to know that perhaps clinically there could be
an adverse outconme associated with it. So that al so
then would be a reasonable situation to put as a
contrai ndi cation. It would not be general principle
for us under that guise to try to force the conpany to
get data to reconfirm that it's not very good in

certain circunstances to use the product.

DOCTCR LASKEY: Ergo, are there any
ot her - -

DOCTOR CRI TTENDEN:  No. | withdraw ny
plea for that surveillance and we'll just stick with

that one condition about the labeling that we
di scussed earlier.

DOCTOR FEKGUSON: Pardon ny confusion
Isn"t it in there?

MR. DI LLAKD: Let me just clarify

sonet hing again real quick. In terns of conditions
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for your notion, you can place a condition on the
manuf acturer otherw se agreeing to the fact that the
way their labeling is is, appropriate. It's not
absolutely necessary that that be a condition if
you're confortable with the way in which it's already
wor ded. So | think either way could certainly be
appropriate under this situation. So | don't think we
need to get fixated on that.

DOCTOR CRI TTENDEN: But specifically what
| was talking about was the claim about the life-
t hreat eni ng henorrhage and that was one thing that we
didn't want. Maybe |'m being picayuni sh about it.

DOCTOR LASKEY: No. W agreed on that and
| had forgotten about that so that actually is
sonet hing now that we can attach to the notion. Wth
t hat exception, anything else? Geat. So we have a
notion on the table.

MR. DI LLARD: Can | ask for one
clarification before you call for a vote on the notion
just because | did hear Doctor Wttes' coment on a
reanal ysis and | was just curious whether or not you

thought it was substantial enough to add as a
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condition or was that sort of a reconmendation to the
FDA to take a | ook at?

DOCTOR W TTES: Yes. That's why | was
being quiet. I don't see it as a condition. | would
be very disappointed if you didn't do it, but I don't
see it as a condition.

MR, DI LLARD: Thank you.

DOCTOR LASKEY: Do we have enough menbers
to vote?

MR. DI LLARD: Yes.

DOCTOR LASKEY: In that case, can we vote
on the notion that's before us to approve with the
single condition that the |anguage referring to life
t hreat eni ng henorrhage be elimnated. Al in favor.

(Ayes)

DOCTOR LASKEY: Opposed.

( None)

DOCTOR LASKEY: Mke, just to wap up,
just to iterate why you voted as you did.

DOCTOR CRITTENDEN: | voted for BioGlue to
be approved because | thought the product was

denonstrated to be safe and efficaci ous and, short of
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this one condition that we talked about, | thought the
presentation was good and it deserves to be used by
everyone.

DOCTOR FERGUSON: | echo that.

DOCTOR AZI Z: | echo that. I think it
clearly has been shown to be safe and effective and |
think it'll inpact in a positive way the way we treat
sonme of these difficult patients.

DOCTOR LASKEY: Doctor Wttes.

DOCTOR W TTES: I found the data
convincing, as well.

DOCTOR LASKEY: M. Mrton? M. Dacey?
No further comments?

|  believe we are finished wth the
busi ness at hand this norning, and I'd like to adjourn
this neeting and 1'd like to thank everyone for a
heroi c devotion to the cause of duty in view of this

norning's tragic events. Thank you all.

MR. DI LLARD: One quick announcenent.
Thank you, Doctor Laskey. If everybody could just
stay put for a couple of mnutes, I'"'mgoing to run out
and see if | can't |earn anything. I will be right
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back. Thank you.

DOCTOR LASKEY: Thank you, CryoLife.

(Of the record briefly at 10:55 a. m)

MR. DI LLARD: If I could have everyone's
attention. The update to this point is that all
federal facilities have been closed and we are
currently discussing wth sone of our senior
managenment what the inpact that mght have on this
advi sory panel neeting. So | think we have concl uded
the norning's activities and | think we may need,
until we reconvene, to understand the inpact that it
m ght have on the. afternoon's activity.

Wiat 1'd |ike to suggest is that we
currently do as I suggested this norning which is
unl ess we hear otherwise, |'d |like to go ahead and
proceed and try to handle the second PMA this
afternoon. If you can cone back in an hour at noon, we
will try to reconvene and if | have any new
information,. I'11 be able to announce it at that
poi nt . Thank you very nuch.

(Wher eupon, the neeting was adjourned at

10:58 a.m)
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